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I, the undersigned, being an officer duly authorised in accordance with Section 74(1) and (4) 
of the Deregulation & Contracting Out Act 1994, to sign and issue certificates on behalf of the 
Comptroller-General, hereby certify that annexed hereto is a true copy of the documents as 
originally filed in connection with the patent application identified therein. 



In accordance with the Patents (Companies Re-registration) Rules 1982, if a company named 
in this certificate and any accompanying documents has re-registered under the Companies Act 
1980 with the same name as that with which it was registered immediately before re- 
registration save for the substitution as, or inclusion as, the last part of the name of the words 
"public limited company" or their equivalents in Welsh, references to the name of the company 
in this certificate and any accompanying documents shall be treated as references to the name 
with whichMt is so re-registered. 



In accordance with the rules, the words "public limited company" may be replaced by p. I.e., 
pic, P.L.C. or PLC. 



Re-registration under the Companies Act does not constitute a new legal entity but merely 
subjects the company to certain additional company law rules. 




Signed^i^^ 




Dated 5 November 1999 
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Request fo^sS^jfS^^ patent 

an apimntory leaflet from the Patent Office to hdp 
ycu fia in Otis form) 



The Patent Office 

Cardiff Road 
Newport 
GweiitNP9 IRH 



Your reference 



PBA/D088221PGB 



2. Patent j^licatioa number 

(The Patent Office will fill in this part) 



9818156.3 



3. Full name, address and postcode of the or of 
each applicant (underlme afl surnames) 



Patents ADP number (if you know it) 

If the applicant is a corporate body, give the 
country/state of its incoiporation 



THERAMARK LIMITED 
90 FETTER LANE 
LONDON 
EC4A UP 

UNITED KINGDOM 



4: 



Title of the invention 



DRUG TARGETING ffl 



Name of your agent (if you have one) 

"Address for service" in the United Kingdom 
to which all correspondence should be sent 
(including the postcode) 



Marks & Cleik 

Sussex House 
83-85 Mosley Street 
Manchester 
M2 3LG 



Patents ADP number Of you know it) 



If you ate declaring priority from one or more 
earlier patent applications, give the country 
and the date of filing of the or of each of these 
earlier applications and (if you know it) the or 
each application number 



18004 



Country Priority application number Date of filing 
(if you know it) (day/monihfyear) 



If this application is divided or otherwise 
derived fixwn an earlier UK application, 
give the number and the filing date of 
the earlier application 



NumtTer of earlier application 



Date of filing 
(dayhnonshfy^car) 



Is a statement of Inventorship and of right 
to grant of a patent required in support of 
this request? (Answer 'r« ' tf: 

a) any cgyplicant named in part 3 is not an inventor, or 

b) there is an inventor who is not named as an appiieant, or 

c) any named applicant is a corporate body. 
See note (d)) 



YES 
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10. If you are aJso filing any of the following, 
state how many against each item. 

Priority documents 

Translations of priority documents 

Statement of Inventorship and right 
to grant of a patent (PtUents Form 7/77) 

Request for preliminary examination 
and search (Patents Form 9/77) 

Request for substantive examination 
(Patents Form 10/77) 



Any other documents 

(Please specify) 



11. 


I/We request the glp^t o^Ta patent on the basis of this application. 




Signature u\ Vw/ Date 




MAtttfl^i:^^ 20/08/98 


12. Name and daytime telephone number of 




person to contact in tlie United Kingdom 


MR. P,B. ATKINSON - 0161 236 2275 



Warning 

After an application for a patent has been filed, the Comptroller of the Patent Office y^l consider whether publication or 
communication of the invention should be prohibited or restricted under Section 22 of the Patettts Act J 977, You will be 
irtformed tfU is necessary* to prohibit or restrict your invention in this way. Furthermore, if you live in the United Kingdom, 
Section 23 of the Patents Act 1977 stops you from applying for a patent abroad without first ^ning written permission fi^m 
the Patent Office unless an application has been filed at least 6 weeks beforehand in the United Kingdom for a patent for the 
same invention and either no direction prohibiting publication or cotnmunication luis been given, or any such direction has 
been revoked 



Notes 

a) If you need help to fill in this form or you have any questions, please contact the Patent Office on 0645 SOOS05. 

b) Write your answers in capital letters using black ink or you may type them. 

c) If there is not enough space for all the relevant details on any part of this form, please continue on a separate sheet 
of paper and write "see continuation sheet" in the relevant partfs). Any continuation sheet should be 

attached to this form. 

d) If you have answered Tes * Patents Form 7/77 will need to be filed 

e) Once you have filled in the form you must remember to sign and dttte it 
fi For details of the fee and wctys to pc^> please contact the Patent Office. 
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DRIIC TARG FTTNG TH 



The present invention relates to bioreductive drug conjugates for use in 
targeting of therapeutic agents to localised regions of hypoxic and/or ischemic tissue 
within ibc body. 

This application is supplemental to our copending UJL patent applications 
filed 19th August 1998 entitled Drug Targeting I and Drug Targeting U. 

According to a first aspect of the present invention we provide bioreductive 
conjugates jiS3L^ comprising bioreductive moieties as disclosed in either of the 
aforementioned applications and a therapeutic agent as specifically disclosed in either 
application. 

Thus, in accordance with the present invention, we provide per se protection 
for bioreductive conjugates incorporating therapeutic agents as disclosed in the 
aforementioned applications. These conjugates of the first aspect of the invention 
may be used for the particulEir therapeutic application for which they are disclosed in 
the aforementioned applications, or as appropriate for any other therapeutic 
appUcation as disclosed in the aforementioned applications, or as appropriate for any 
other therapeutic application. 

In accordance with a second aspect of the present Lnvmtion there is provided 
bioreductive conjugates comprising a bioreductive moiety as disclosed in either of the 
aforementioned supplications in conjunction with a ther£4)eutic agent which is selected 
from inmiunosupressives, cell cycle specific drugs, cell cycle non-specific drugs, 
metalloprotease inhibitors and inhibitors of nitric oxide synthase. 
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The conjugates of this second aspect may be used as ^propriate for any 
therapeutic application as disclosed in the aforementioned ^plications, or as 
appropriate for any other therapeutic application. 

In the case \?^iiere the therapeutic agent is an immunosupressive, the 
bioreductive coi^ugate may be used in transplant surgery. The immunosupressive 
may, for example, be cyclosporin A. 

Examples of cell cycle specific and cell cycle non-specific drugs include 
hormones and hormone analogues, anti-angiongenic, (e.g. endostatin, angiostatin), 
vascular targeted drugs (e.g. combreastatin), metalloprotease inhibitors. 

The treatment of periodontitis as contemplated in cither of the aforementioned 
applications may be effected using a bioreductive conjugate for vMch the tioera^eutic 
agent is a metalloprotease inhibitor. 



The treatment of sepsis as contemplated in either of the aforementioned 
applications may be effected with an inhibitor of nitric oxide synthase. 



